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Vision for PRIA process
improvement

 DER Composers have been developed for
systematic capture of rat pharmacokinetic and
metabolism study data

* Using the same approach, EPA would develop
DER Composers to facilitate electronic capture
of registrant-submitted toxicity data

« Upon pesticide registration, data would be made
available through public databases



Developing DER Composers

Objective:

Improve efficiency in data summary and
submission

maximize electronic data transfer to
minimize data errors

facilitate QA of data

autopopulate Agency knowledge-bases to
improve PRIA workflow;

- getting data in the hands of the risk assessor more efficiently
- spend less time compiling data and more time assessing



DER Composers

* Use DER Composers for livestock or rat
metabolism data submission as
recommended by OECD Working Group
on Pesticides, MetaPath Users Group
working with OECD Secretariat

 Use DER Composers for EDSP T1S data
submission



Computational Tools
for Metabolism Research and Risk Assessment

MetaPath
a metabolism pathways database and data evaluation tools

DER Composer

a software template for efficient data entry to facilitate:
- creation of draft Data Evaluation Records (DER)
for risk assessor evaluations of OPP metabolism studies
- auto-population of submitted data into MetaPath




Registrant produces
draft DER (doc file) and
XML for a ‘new’
chemical using
‘DER Composer’
(rat metabolism,
livestock residues, plant
residues, environmental
degradates)

\H

Assessment Team
(Lead Toxicologist
and Risk Assessors)
review the
Toxicology Profile
using summary
information in draft
DER and refer to
Study File as
appropriate

Proposed MetaPath/DER Composer use in OPP workflow
Residues Of Concern Knowledgebase Subcommittee (ROCKS)

‘new’ chemical xml

p— (after QA) is added to

MetaPath database

etaPath tool
used to assess
common metabolites
for Proposed
Residue Definitions
for inclusion in
Risk Assessment
and Tolerance
Expression recorded
in
draft DER
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MetaPath T~

ROCKS Hazard Assessors pre-meet
before full committee meeting to
discuss team proposal and
consider metabolites of potential
hazard concern (using MetaPath
and/or other (Q)SAR tools for
predictions) summarized in draft

DER

ROCKS Committee Reviews the
team’s proposal and renders an
Expert opinion/
recommendation(s);
draft DER updated and decision
finalized and reported in
final DER




DER Composer

Developed around Pharmacokinetic & Metabolism, and
Nature of the Residue harmonized guidelines:

1) OPPTS 870.7485 (85-1) Rat Metabolism
2) OPPTS 860.1300 Nature of Residues in Animals

« Data entered in DER Composers can output as:
— *.xml file for direct data import into MetaPath

— *.doc file draft Data Evaluation Record to record OPP
decisions

 Efficient standardized data entry

 Facilitates electronic data submission and e-population of
new data into MetaPath into the future



OECD/OPP Guideline document used as framework for DER Composer development

870.7485 (85-1)

Metabolism (year of zud)) / Page 1of3

NAME OF TECENICAL PC Code OPPTS 8707485 DACO 4598 OECD 417

EPA Reviewer: Signature:
[Insert Branch], Health Effects Division (7509C) Date:
EPA Secondary Reviewer: Signature:
[Insert Branch], Health Effects Division (7509C) Date:

Template version 02/06
IXR#:

DATA EVALUATION RECORD

STUDY TYPE: Metabolism - /zpecies]; OPPTS 870.7485 [§85-1)]; OECD 417.

PC CODE: DPBARCODE:

TESTMATERIAL (PURITY): [use name of material tested as referred to in the study

{common agency chemical name in parenthesis)]

SYNONYMS: [other names and code names]

CITATION: Author (up to 3, see SOP for exact format] (Date) Tide. Laboratory name
(location if neadad). Laboratory report number, full study completion date. MRID
[no hyphen]. Unpublished (OR if published, list Journal name, vol.:pages)

SPONSOR: (Nameof Study Sponsor - indicate if different from Appiicani)

EXECUTIVE SUMMARY':

Inametabolism study (MRID [muméber]) [Chemical name (%a i, batch/iot %), include loc
of radioactive label] was admmistered to [(# gf animals) species, strainj/sex/dose m [method of
exposure: eg. by gavage] at dose levels of0, X, X /mghk ‘gr‘r other pertinent units].

Be brief (one or two ;aragm,r ) [Describe, as appropriate: recoveries and routes of
elimination of radicactivity and time frame as the) ruau to a::fr;. ion and excretion of the
compound: radioactivity in organs of concern, especially as it relates to bioaccumulation; sex
andrreatment group differences; and expired air radicactvi ity; major metabolites; other major

Jactors.]

This metabolism study m the (speci
guideling)] and satisfies (does not sa
[OPPTS 8"0 "’485 OECD 41’] m/:

is classified [acceptable, unacceptable (guideline, non-
) the guidelme reqmtemem for a metabolism stud‘
{, unacceptable, why and is it uperaaar 'f it
iy major deficiencies or refer to dqfczen,.

COMPLIANCE: Signed and dated GLP, Quality Assurance, and Data Confidentiality
statements were (nof) provided. [Discuss deviations from regulatory requirements.]

Rat Metabolism & PK

Metabolism (year
NAME OF TECENICAL PC Code

of zudy) / Page 20f3
OPPTS 870.7485 DACO 458 OECD 417

I. MATERIALS AND METHODS
A. MATERIALS:

1. Testcompound:
Radiolabelled test material:
Radiochemical purity:
Specific activity:
Lot'batch =:

= " N J named in wA
Non-Radiolsbelled test material

Description:

Lot'batch =:

Purity:

Contaminants:

CAS=of TGAL:
Structure:

%ai. [determined by HPLC,GC or TLC]

o

[Structure, incivde iocation ofiaei] Jpeg formae or Not available

2. Yehicle and/or positive control: [when appropriae], LotBatch =; Punity

3. Testanimals:

Species:

Strain:

Age'weight at study initiation:

Source:

Housing:

Diet:

Water:

Eavi itioms: Temp :
Humidity:
Air changes:
Photopeniod:

is.
.

R

C
“s
he

b

dark’ hos light
Acclimation period:

4. Preparation of dosing solutions:
B. STUDY DESIGN AND METHODS:

1. Group arrangements

Anmals were assigned [nore how assigned e.g., random, brigfly describe groups as needed]

to the test groups noted m Table 1.




Membolism (jear ¢f =ug) Puge Jofs
NAME OF TECENICAL PC Code OPPTS §70 7485 DALO 43§ CECD 417
sadses e casmica
Jaddimonsi uzt groag: are aced a g piis: sndydermai
v 31387y COURRLETION €35 ) RN sapw I 2ak 23ta]
—_——— ——
Number zex Remarks (e o of sa0rificn)
2. Desingand sample collection: Frig® dezcrife docing method: and somple collection)

a. Pharmacokinetic studies: [ghe detail of operimens cluding what waz sampled

(arime, foces, tcsues, cage wazhes, bile, if qppropricse) and when and how ofien ]

b. Metabolite characterization studies: /7 aar war collectad for idontfcation. when and
from how mary animal: (zamplez pocied or noy), method tipe for identification (eg
GCA\Sor ILC)J.

3. Statistics: [lict parameters that were analized and the sixtttical method: wed: include a
Stamement that the Reviewer considers the analize: wed 5 be appropricse.  [f mapproprics,
provide aliernazive rationale]

II. RESULTS:

A. PHARMACOKINETIC STUDIES:

1. Preliminary esperiment: (¥ qpplcabio/Brich decorie recul)

2. Abserptien: (Brichh decribe absorption. may nclude anm cptional wbie relating excretion
of radivactiviy (in wrime, feces, etc) 1o samping tme]

3. Tissuedistribution (mciude growps that ave applicable; dezcride devdution pamerrs for
each reamerst group. Some form of wable 1 & recommended ¥ dma are available)

Menabolism (oo of 7ug) Pagedefs
NAME OF TECENICAL PC Code OPPTS §70 7485 DACO 455 CECD 417

a Oraldese: As summanzed m Table 2
b. Xreatment 2: (If Applcsble)
c. Treatment 3: (If Applicable)

4. Excretion (mciude reaoment groups that are gpplicable)(dizcribe axcretion pamervs for
each veaomens group. Some form of wdle 3 & recommaended)

TABLED: R { radisactmry is misees and af rat: after sdmns of C*Jabeled Compound XX *.
Percent of radioactive doze recaversd
— Trestmemtl |
Oral daze - é’"_’
Fomale emale ;h
Male | grappuicasig | M** | grappicanis | M | grappicati

Wi

Feces

Total

TABLE 2: Dis f radisactivity in organ: affer - of C*-Jabeled Componnd XX *
Percent of radiosctive dove sdmmmittered Eﬂﬂf-_’]’
Trestment 2 restment
Oral doze - <
Tiutee orgas Eﬂ qu
Male Sem—e Aale — Male
(af spplicabig (af spphicable) afagphiabie
O
Orgaz 2

* Daza obtpized Som pages trwripog mamie: i the sradymmpon

[Write a brigf navrative of the comtents of Table 2 under the following 4 heading:]

* Dz cbeaized Sompages tuwipopy = mResndympon
Sapon ¥ ppepore el

[Wrise a brigf marrasive of the comtenss of Table 3 wnder the following 4 heading: ]
a. Oraldese: As summanzed m Table 3
b. Treatment 2: (If applicable)
¢. Ireatment 3: (If applicable)

B. METABOLITE CHARACTERIZATION STUDIES:
[Give the memabolne: Honified mclude percent of radivactive doze given, where they were
idotified whem if applicadle. how they ware idomified i applicable. how much parent waz
procomt in the excreza. Some form of wable 4 & recommended . Whken available, clude
summary of mesabolk paviway: and figwres available Mention whick are major vs. minor

pasioways. Inciude the regttrants posmlased patioeay o a figurs or amaciment, proferably
elecromic]




Metabolisem (vear of zud)) / Page Sof §
OPPTS 870.7485/ DACO 459/ OECD 417

Tozai iden

[Metadolites must be gi

TABLE 4. Matabolite profile in excreta of rats dosed with C
n as percent of dose. [f, is o '
d. Torai unidentifted, Torai ace

Dose

Oral dose

Compound

Male

Femsle
(If Applicable)

Applicable)
Female

(If Applicable)

(If Applicable)
- Female

(If Applicable)

Parent

Identified metabolite 1

Identified metabolite 2

[ Total identified

| Unidentified metabolite X

Unidentified metabolite ¥

[ Undentified
atorigin or atsome band

Total unidentif.

Total accounted for*

Lost'unsccounted for®

Total

100

100

100

100

100

100

* Darta obtained from pages (1nse77 page =:) inthe smdy repont
b Total accounted for = (Toral identified) + (Total unidentified)

€100 - (Total accounted for)

IIL.DISCUSSION AND CONCLUSIONS:
A. INVESTIGATORS' CONCLUSIONS:

B. REVIEWER COMMENTS:

[Ghve overall summary tying together all the above daa, discussing differences from study

author’s opinion, deficiencies.]

C. STUDY DEFICIENCIES:

[Listeach deficiency (distinguishing between major and minor ones) with the data required

to resclve the defici

onthe regulatory decision ]

ency. Ifno data can be provided to satisfy the

deficiency, indicate impact




DER Composer — Data Entry Screen for ‘General Info’

FAMETAPATHAXML Filesiphenol_Rick Nov 28_2007.xml - DER Composer,

PRk D

‘ DATA E¥ALUATION RECORD |

DER Composer ¥3r17
Developed by LMC/Bourgas in Collaboration with US EPA,/ORD/NERL-NHEERL

. General info |

11. Materials and methods ] II1. Results ] I, Discussion and conclusions ] W, Appendix ]

Header A~

. T .

EPA REVIEWER: |1 Janes Signature TerrEl [ S

[etentist \M—zoo?
EPA SECONDARY REVIEWER: R Kolanczyk SN — corresponds to first page of an OPP rat

[5cientit DATE: [5-14-2007 metabolism Data Evaluation Record

EP& WAM: [PY Shah Signature (DER)
|Branch crief DATE: [8-14-2007
TR 3999959
Note the OPP
‘ DATA EVALUATION RECORD and OECD
STUDY TYPE: [Metabolism rat; OPPTS §70.7455[85-1)]; OECD 417 ¢ guideline
PC CODE: [64001 DP BARCODE: (3999999 numbers
SUBMISSION NO: |3353333
TEST MATERIAL: |henal-ring-LL-14C
TEST MATERIAL PURITY: [33.2 %
IUPAC /SYSTEMATIC NAME: [phenal
— —— Important step to set reference
SYNONYMS: |hydr0xybenzene; phenic acid; benzenol; carbolic acid; pheryl alcohol A
in order to generate tables

CITATION
+ 7 R L=
Reference

MRID
M kalanczyk, R (20053, Phenol-ring-UL-14C R.at metabalism, Toxicokinetic behavior and metabolism in the rat, Acme ... 12345678

SPONSOR: |[Acme Industrial, Frankfort Germany

EXECUTIYE SUMMARY
This is a test, & narrative section should be placed here,




OECD/OPP Guideline document used as framework for DER Composer development
870.7485 (85-1) Rat Metabolism & PK

DER Template DER Composer entry screen

PR

Code OFPTS §70 7455 DA

‘ DATA E¥ALUATION RECORD |
ﬁl:igg::‘::;} Health Effects Division (7309C) S‘gnal;::: L. General info III. Materials and methods ] 111, Results ] I¥, Discussion and conclusions ] W, Appendix ]
EPA Secondary Reviewer: Signature: Header
[Insert Branch], Health Effects Division (7309C) Date: EPA REVIEWER; [ Jones Signatire
Template version 02/06 —
TIXR#: R |SC|ent|st DATE: |3.14.200?
EPA SECONDARY REVIEWER: | Kolanczyk Signature

DATA EVALUATION RECORD ) |Scientist DATE: |8-14-200?
STUDY TYPE: Metabolism - [zpecies]; OPPTS 870.7485 [§85-1)]; OECD 417. EPA WaM: [P¥ Shah Signature
PC CODE: DPBARCODE: : |Branch Chief DATE: |3-14-ZDD?

TESTMATERIAL

(comm

referredic int

RITY

TXR#: |9999999

‘ DATA EVALUATION RECORD

SYNONYMS: /stre

CITATION: Author/up 1o 3, see SOP for exact formai] (Date) Tile. Laboratory name STUDY TYPE: |Metab0|ism rat; OPPTS 570,7435['85-1)]; CECD 417
(location if nesded). Laboratory repon number full stud‘» complenon date. MRID

J. Unpublished (OR if published, list Journal name, vol.:pages) PC CODE: |54001 DP BARCODE: |#999999
SUBMISSION NO: [9993393

SPONSOR: (ANameof Study Sponsor -

TEST MATERIAL: |Dhen0|-ring-UL-14C

EXECUTIVE SUMMARY':
TEST MATERIAL PURITY: [99.9 g
Inametabohsm study (MRID /7 -hemical na L, batchlot %), include location IUPAC/SYSTEMATIC NAME: [herol
abel] was admmmezed to / ? ¢
age] at dose levels of 0, x 1 othe 7 s]. SYNONYMS: |hydroxybenzene,' phenic acid; benzenal; carbolic acid; pheryl alcohal

CITATION
+ 7R
Reference MRID

[ kolanczyk, . (20053, Phenol-ting-UL-14C Rat metabolism, Toxicokinetic behavior and metabolism in the rat, Acme .., 12345678

and is it upgrac

> ~ . > 2~ oy 11
the vegzmm(u. ¢ y m 2 ies or refer 1

SPONSOR: |Acme Industrial, Frankfort Germany

COMPLIANCE: szned and dated GLP, Quality Assurance, and Data Confidentiality EXECUTIVE SUMMARY
statements were (251 Pfo“ded [Discuss ws from regulatory requirements. ] This is a test, & narrative section should be placed here.




DER Composer data entry screen

C

VEHEHDE 1 Q

DATA EYALUATION RECORD

L. General info 1 11, Materials and methods ] 111, Results ] IV, Discussion and conclusions ] W, Appendiz ]

Header

EPA REVIEWER: |1 Jones Sinature

_[seientist DATE: [5-14-2007

EPA SECONDARY REVIEWER: |Ft Kolanczyk Signature
_[seientist DATE: [5-14-2007

EPA WAM: [P Shah Signature

DATE: [5-14-2007

R |Branch Chief

TxRg#: [3999999

‘ DATA E¥ALUATION RECORD ‘

STUDY TYPE: [Metabolism rat; OPPTS §70.7485['85-1)]; OECD 417

PC CODE: |64001 DP BARCODE: |999959939

SUBMISSION NO: 9993999

TEST MATERIAL: |phencl-ting-IL-14C

TEST MATERIAL PURITY: [99.9 L

IUPAC/SYSTEMATIC NAME: |phenml
SYNONYMS: |hydrnxyhenzene; phenic acid; benzenol; carbolic acid; pheryl alcohol

DER *.doc file

Kest3.doc [Compatibility Mode] - Microsoft Word Table Toals

ferences Mailings Review View EndMote X4 Acrobat Design Layout

uler Document Map I'i """ _] One Page .—_=| ‘j 1 view Side by Side

ridlines Thumbnails LI |JTwo Pages i 1, Synchronous Scro
N Zoom 100%% Mew  Arrange Split . . Swvitch
=l Page Width || window Al ik ndow Position | window
Show/Hide Zoom Window

TR CEENEEES RN EERE EEENEEEE KRR’ EEERNKRE DN St e

CITATION

L

Aeference | MRID ‘
{ Kolanczyk, R. (2005). Phenol-ring-UL-14C R.at metabalism. Toxicokinetic behavior and metabolism in the rat, Acme ... 12345678

SPONSOR: |Acme Industrial, Frankfort Germany

EXECUTIVE SUMMARY

This is & kest, A narrative section should be placed here.

EPA Reviewer: J Jones Signature
Scientist| Date §-14-2007
EPA Secondary Reviewer: R Kolanczyk Signature
Scientist Date 8-14-2007
EPA WAM: PV Shah Signature

Branch Chief Date §-14-2007

Template version 02/06

TXR#: 9999999

DATA EVALUATION RECORD

STUDY TYPE: Metabolism rat; OPPTS 870.7485['83-1)]: OECD 417

PC CODE: 64001
DPBARCODE: 9900090
SUBMISSION NO.: 9000000
TESTMATERIAL: phenol-ring-UL-14C

TEST MATERIAL PURITY: 92.9%

IUPAC/SYSTEMATIC NAME: phenol

;- phenic acid; henzenol; carbolic acimﬂ\

Reference MRID

Ealzncmk. B (2005) Phenolsing-UL-14C Rat metzbolizm. Taxinnkmans behavior and metzbolim in therat. Acms Study No. | 12343678
MO00001, -\'m:a Rﬂpan Mo ME-80000. Acme AG Agochemical Division, Crop Protection Development, Instimta for
Metabolism Ressasch and Residus Amslvsis, 51368 Leverkusen FRG Decerber 11,2003

SYNO! =Ty roxy

SPOL ¢ Industrial, Frankfort Germany

EXFCUTIVE SUMMARY:
This is 2test. A narrative section should be placed here.

COMPLIANCE: This is atest. A narrative section should be placed here.



MetaPath — ‘General Info’

2 Metabolic Pathways - Edit/view experimental details

F'arentl Treatmenh’matrix] Fadiolabel parent | B 5 ‘|

I ap title: |I mpg ap

Kolanczyk, B. [2005). Phenakring-UL-14C R at metabolism. Tosicokinetic behavior and metabolism in the rat, Acme Study Mo, b 000001, Acme Report Mo, MR-30000, Acme AG Agrochemical Divigion, Crop Protection Development, [nstitute

Map drawing iz comect

PC code |G4001
Chemical descriptors
Descriptar J Walue |

Ewaluation: |
Image: = | |
File name Comnment
[|j] Attach Save as
Other info
Text Parameters

Add

Summary \

|c1 (Ojccoced References :
e e ® Kolanczyk, R (2005). Phenolring-UL-14C Rat metabolism. Toxicokinetic behavior and metabolism in the rat. Acme Stucly Mo, M 000001, Acme & Post Changes
QA § Report Mo, MRE-30000. Acme AG Agrochernical Division, Crop Protection Dewvelopment, Institute for Metabolism Research and Residue

ahysis, 51368 Lesverkusen, FRG. December 21, 2006, MRID:T2345673

Parent structure:

PC code: 64001

CasNo: 000108-95-2

O H Chemical name: phenol

Test compound: phenal

IUPAC name: phenal

Batch/Lot# 00002

Purity: 95.5-955 %

Contaminants: none listed

Description: colorless solid, sweet tarny colar

x Cancel

i




DER Composer - Materials & Methods

¢ FAAMETAPATHUCML Files\phenol Rick Noy 28_2007.xml - DER Composer:

ke e

‘ DATA EYALUATION RECORD ‘

L General info | I, Materials and methods | 111, Reuliampalimpliicissian.and conclusions | v. Appendix |

DER Composer ¥3r17
&, Materials | B, Study design and methods ]

Developed by LMC/Bourgas in Collaboration with US EPA/ORD,/NERL-NHEER.
1. Test Compound ‘Materials and Methods’
Radiolabelled test material Part A: Mat er | al S.

Radiolabelled test material: |pheno|—ring—UL—14C #
Radiolabelled purity: [93.9 % :
Specific activity: [100  [uCifmg Inclu_de rad_lo-label
Lot/batch #: [20014 n nam|_ng
e convention
oYy
off
"C—CH
/ \
"cft }¥cH
Ay I
*CH*CH
Structure: ﬂ
Non-Radiolabelled test material Ch em | C al structure can
Mon-Radiolabelled test material: |Dheno| b e d rawn W|th 2D
Description: |c0|0r|ess solid, sweet tarry color Stl’u Ct ure d raWi n g
Lot/batch #: [noo0z package, or from
Purity: |95 % imported SMILES :

Contaminants: |n0ne lisked St” ng .

CAS # of TGAL [108952

REF
OH

O

Structure:

l

2. ¥ehicle and/or positive control

3. Test animals

|Phen0|—ring-UL-14C was suspended in 0.5% Tragacanth solution. Mo positive controls were utilized in any of the experiments.

[ p——

o st

Generate Word Document




DER Composer - getting chemical structure input

1) Use Drawing Package (re: 2-D Editor Manual provided
2) Apply SMILES String (e.g., SMILES file for pesticides)

@
YHHE 7 Q

‘ DATA EYALUATION RECORD |

11, Materiaks and methods

1. General info 111, Resulks | IY, Discussion and conclusions | ¥, Appendix

2D Editor
e H12 T H & {Slngla - %X -&:-+-*:*53@@${H}MB

CEX

Smiles/InChi |E[=D][c1c[EIc2nc[E|E]cc[ElE]n2]cccc1EI::'Inc[EIE]cc[EIE]nUEI[Na] Q'GWQ |
[000000-00-0 [
Templates I\.V'mk ]
® % W e T
*
(1) [
= r—
- s o o <:>
£ G
.
j o o

S \0 O !
/0

drag the mouse with left button pressed to create bond

x Cancel |

3. Test animals

SMILES = simplified molecular input
line entry specification

2-D structure described by ASCII string

B3 Microsoft Excel - Comp actives list.

Is.

(2] Ble Edt View Insst Format Tooks Dasts  Window  Help  Adobe POF

BT NN NN N Y A e N YN e RN e e ) - 10

o lis g

D43 - £ CEO)O)clccenel
A [ B I B | ]

1] CAS PC_CODE  Chemical name Representative Smiles
| 2| 004000 031564 2-Ethylhexyl (R)-2-(2-methyl-4-chlorophenoxy)propionate c1(OC{P-HCICEO)OCC(CCCC)CC)e(Cce(Chec
3| oooo0 600077 triazol_acetic_acid Ci=C)(CICNT C=NC=N1
(4| ooo00 metalachlor_ethanesulfonic_acid c1(C)eN(Ci=0)CB[EON=0)0)C{P H(CICOC)e(CC)eeet
[ 5] 50000 04300 Formaldehyde =
|6 145 202800 9,10-Secoergostas 7,10(19) 22 tetraen-3-0l,_(3_SZ7E22E) | C1(=C)S(=CC=C2CAC(C)(CC(C)C=CC(CIC{CIC)CCHCCCICOECT
|7 | s0293 029201 Clofenotane, DDT CICH(CHICHC(C coc(Clectic coo(Chee
(8| =037 017302 2 3Fba CEONO)T elCle(Checei Cl
[ 9] 50E57 217800 2" 5-dichloro-4-nitrosalicylanilide CEOeTe(@ccc(Chel Nl c(Chee(NEOFO)cc]
[10] 51036 067501 Piperonyl butoxide c12e(cc(COCCOCCOCCCC)LCCC)cl)0Co2
[11] 51-148 218200 Sesamex c12c(ce(0CIC)OCCOCCOCC)cc)0C02
[12] 51183 tretamine c1(N2CCne(N2CC2nc(M2CC2In1
13 52244 thistepa CICNIPES)NTCCNICCT
[14] 52450 1356246T hosph 2244 B B-hexakis(1-aziridinyl C1CN1P1 (N2CC2)N=P(N2C C2)(N2CC2IN=P(N2CCINM2CCAN=1
[15| 52517 216400 Bronopol, 2-bromo-2-nitra-1 3-propanediol CIBACOYCOINEDFO
16| 52695 057801 Trichlorfon CCACHC)C[OIPEC)OC)O0
17| 52857 059801 ac-38023 C1[SEO)EONT)CIcec(OPES)0C)0C) e
[18] 54115 056702 (S)-3-(1-methyl 2-pyrolidingayridine; Nicotine C1[CP+]2CCCN2C)ccene T
[18] 54648 078901 Mercurate(1-),_ethyl[2-mercapiobenzoato(--0,5),_sodium | CE0)(e1 c{S[Hg]CC)cece1)Of-} [Na(+}]
[20] 5399 053301 Fenthion C1{BC)e(Clec(OPEEN0C)0C)ce T
[21] 55685 065016 phenylmercury_nitrate cl([Hy]OMi=0)=0)cceeel
[22] 85881 1 4-Butanediol_direthanesulfonate CICCCOS(C)(=0F0)0S(C)=0F0
(23| &6122 030802 Gamma-aminobutyric acid; 4-amino-butanoic acid Ci=0)O)CCCN
[24] 5235 D18501  tetrachloromethane C{CHCHCHC!
|25] 56-350 083001 Hexabutyldistannoxane; Lastanox Q; Tributyltin oxide CICCC)[Sn](CCCC)(CCCC)0[Sn)(CCCC)(CCCr)ceee
[26] 56382 057501 Parathion 1 {OPES)0CC)0CC) ces(ME=0=0)cct
[27] s6724 036501 O,0-diethyl O-(3chloro-4-methyl-2-0x0-2H-1-benzopyran-7-yl) pt C1 (C)c2e(ec(OP(=S)(0CC)0CC)cc2)0CEDIC=1C
EIEE 374350 L-glutamic acid CEOO)CNCCCED)D
|29 55954 045502 Diacetate NN-his{d-chioraphenyl)-3,12-diimino-2,4 11 13-tetrasz 1 (Checc(NGEMNSNCCCCCCNSNC EN)Ne2ece{Clec2)=hy+, OF JC(C)=0):
[30| 67067 004801 Allyl isothiocyanate Ci=SFNCC=C
[31] 5138 085702 Urea CiN(NFO
(32| 7249 076801 Strychnidin-10-one; Strychnine CIP+1123cde{ccecdNAC=0)CCEC{P- ) P-BCIEC COS)CN(CIP +1 CB)CC2)C
33| 57-396 aziridine,_1,1'1"phosphinylidynetris_2-methylk CHCICHNIP{=C)(N1CICICTINTC(C)CT
(34| 57501 000023 Sucrose; D(+-sucrose; Saccharose CIP-J1 (CONDC(P- 2CIP-HO)CIP-O)C(P- O)C(P-HSOI02) C{PHO)CP-HOIC
[35| 57558 0BEB03 1 2-Propanediol, Propylene glycol CIC)O)CO
(36| &7-625 O0G301  Chlortetracycling; Aureomycin C{N)E0ICT CE0)CIP-R(0)CI0)=C30 =0 c(CIP- KON OICIC CEP- R0 PN
la7| 57749 058201 chlordane_,_pur CA2CNCICHENE (CHCCI=CI CHET SENTChCe2t
38| 57921 00306 Streptornycin A& CIP-J (O)(C=0)C{P-{OC(P- 2P +HNC) C{P-HO) C(P+H OIS [P+ D)02) P+
[39] se082 O00BED  3.7-dihydro-1 3 7-trimethyl-1H-purine-2 B-dione; Caffeine 1 (=0)C2=C(N(C)C=0)N T C)N=CH2C
[ 40| 58-38-8 012601 Phenoxargine oxide; 10,10%0xybis-10H-phenoxarsine clZe(ceee)Oct cicccel)[As[20[As]1 c2e(ccec2)Oc2eleeec2
41 53699 009001 Gammarbhe; Lindane CIP-H (CHC{P-ACHCP-CNCP-HCHC{P-+HCHCP-HCl
[42] B9-50-7 064206 Chlorocresal; 3-methyl-4-chlorophenal cl{Chc(ChecOjoct
43 59676 0586701 Nicatinic acid; Miacin, 3-pyridinecarboxylic acid C=0)(0)cccenc
1« » nh Comp actives list { PCCODES_NAMES / [«
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Summary
|c1 [Ojccocel References :
C e e » Kolanczyk, R. (2005). Phenal-ring-JL-14C Rat metabolism. Toxicokinetic behawvior and metabolism in the rat. Acme Study Mo, b 000001, Acme & Post Changes
[ORY:=F Feport Mo, MR-30000. Acme AG Agrochemical Division, Crop Protection Development, Institute for Metabaolism Research and Residue
Analysis, 51368 Leverkusen, FRG. December 21, 2005, MRID:12345678 X Corcel
ancel

Parent structure:

PC code: 64001

CasMo: 000108-95-2

O H Chemical name: phenol

Test compound: phenol

IUPAC name: phenol

Batch{/Lot# 00002

Purity: 98.5-98.5 %

Contaminants: none listed

Description: colotless solid, sweet tarry colar
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L. General info ] II. Materials and methods ] 111, Results ] 1¥. Discussion and conclusions V. Appendix ]

Appendixla l |

¥ = 7 AR .
i I Appendix Table 1:
Test# |Sex Mumber [Dose Route | Dose (nominal) Dose {measured) Dose Type  |Test Duration Matrix  |Experimental Descriptor Remarks
5 single: 45 ine excretion/m. System atic ¢ apt ure of treatment group
2 Male 5 oral 1 0.98 single 45 h feces excretion/m p arameters fo r:
3 Female 5 oral 1 0.97 single 4ih urine gaggretion 'm. i
4 Female 5 aral 1 0.97 single 45 h feces excretion m - aUto p 0 p u l at 1on Of DER Tab I e 1
5 Mot Reported |5 oral 10 9.9 single #4h urine excretion/ml SpeCIfles tl’eatments | e M F d ose
b - " b )
d | . ingl h f i . .
6 Mot Reported |5 ora 10 9.9 single 24 BCEs excretionm Ievel & duratlon, excretlon rOUte, etC, as
7 Mot Reported |5 oral 10 9.9 single 24 h bile excretion)m ‘Highlight Treatment Group, feature in
g Male 5 oral 10 9.6 single 4dh urine excretion m. M et aPat h
Appendixz l
2 Relati
tee IR & Tres £ List &
ID | Chemical Mame | SMILES | Parent(s) | Expertise
1 phenol [$1{s) wnsns |
z heedroguinone [S1{s)/undie)/unl 1
k] catechal c1{Cc(Cheeeel 1
4 resorcinol C1{0oo(Ojcocl 1
5 phenyvlsulfate C1{05{=0)=0)0)cooccl 1
] phenyvlglucuranide C(=0NOC1C(ONT(OCi0IC(Oc2eceee,.,, 1 .
7 hydroguinone glucuronids C=0M0)C1 C{OIC(ONC(0IC{Oc2ecc(D, . 2 Ap pen dix Table 2:
& heedroguinone sulfate (O {OS] =0 =0000cc 1 2
a9 catechol glucuronide (O OC OO (OO C=0000,,, 3 .
10 catechol sufate c1{0)c(OS(=0){=0}C)ccec 1 3 -Chemical structures of parents and
11 1,2,4-benzenetriol C1{0o(OcoiOiccl 2,34

metabolites entered as SMILES strings;

-Connectivity between parent and each
metabolite (i.e., the metabolism
pathway) is specified here
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Developed by LMC Bourgas in collaboration with US EPA / / MERL-NHEERL

J [=] PSD_LIK site_maps_46_ver172.MTE |

7.x Metabolic Pathways - Highlight treat...

Common fields:
rat; in wivo; urine; oral; wistar

Coloring and specifics:
M [iima
| [3] Female
M [5]

§ = s 7 5 \ H
j E ﬂ @ 2| | ) & @) Locked by: administrator x
Chemical descriptors quick search Tree Results, met. Results, PE

Desc: - IE’ ﬂ | g ’E’EQ i [lblﬂ Cell Heigth Wj Cellwidth [117 j gﬂedraw| Frint Freview |

[&] male
M [10] Female

W alue: - Select

CAS:000108-95-2; phenal

Hide details

3

. 059327-76-0; Buprofezin; tomz A It 51101 Collapss
| 101205-02-1; Cycloxpdim; sope
| 121562-61-2; Cyprodinil; Whe: Parent Treatment group: .
. 034205-21-5; Dimefuran; oilsee I {Rat rnale. invivo, uring, aral, wistar
) eference:
' ?gggg;;gf ﬂ”y demeton me) + Kolancayk, R. (2005). Phenal-ing-UL-14C
. -85-1; Metosulam; whe @ ) L .
 (ORG441-Z3-4: Fenokaprop-sthy Fat metgboh_sm. Toxicokinetic behavior and
7622 Glfasinate-arm rnetabolism in the rat. Acrme Study Mo, b
c ) . 00000, Acme Report Mo, MB-30000. Acme
- 138261-21-3; Imidacloprid; SD_" AG Agrochemical Division, Crop Pratection
- 079127-80-3; Fenospearb; soil H* % Development, Institute for Metabolism
. 063327-7E-01; Buprofiezin: soil 1 2. Research and Residue Analysis, 51368
. 034123-53-6; lsopraturan; sail Leverkusen, FRG. December 21, 2005,
. 101205-02-1; Cycloxpdim; soil o P MRID:1 2345678
. 034205-21-5; Dimefuran; soil @ @ ' Subjects:
. 143390-83-0; Kresosim-rsthyl; - + Spacies - Rat
. 143390-89-0; Kresosim-methyl; * Gendar - Male (5 subjects)
. 143390-893-0; Kresoxim-methyl; * Werght - Between 200- 225 grams {male)
. 107534-96-3; tebuconazole; 1= Iy ﬁ 1 I i 1 + Age - Between 7 -12 weeks old
. 107534-36-3; tebuconazale: rz 14, 12, 12, 21, 22, 23, « Siraim - Wistar
. 107534-96-3; Pesticide B chic - + Sourca - HarlanWinkelmann GmbH, 33178
A rat R ap o @_{ " P Borchen, FRG
| " @ - o ‘-'—if:‘-' + Howsing - During experimental period, rats
. 131807-57-3; Famoxadane [DF : @ ot @ K o @ @ wiere maintained individually in metabolism
- 131807-57-3; Famasadane [DF : . B - ef o = cages _ o
+ [ief - fAltromin 1324 or 9439 Long-Life Diet
< > M 8aiday ifasted for 16 hrs priorto dosing)
Marne * Watar - Apwater ad libitum
Environment conditions:
EE U002 *+ Tamperafure - Between 18-23°C
SHICES elll)eceeet o Humidiy - Between 25- 70 %
D ouble-click. for display options s Airchamgar - 10-15/hr
P * Fhofopenod - 12 hrz light!12 hrz dark
QQE?} + Acclim penod - 2 weeks

OH

<

In vivo [ in vitro:

* |nvivo

* Expar dercrpfors - Mot reported
Sampling § analytical:

* Sampfa maii - Urine

* Sampls fmag ffraguenayt - 4, 8, 24, 48 hrs

s

W

*
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DER. Composer ¥3rl7
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Mumber [Dose Route

Dose {nominal) Dose {measured)

Dose Type |Test Duration

Matrix  |Experimental Descriptor

Appendix Table 1:

Systematic capture of treatment group

single excretion/m.
single excretion/m param eters for:
single .
mnale 5 aral 1 0.97 single 45 h feces excretion m - aUto p 0 p u l at 1on Of DER Tab I e 1
bk Reported |5 oral 10 9.9 single #4h urine excretion/ml SpeCIfles tl’eatments, |e, M,F, dose
d | . ingl h f i . .
ok Reported |5 ora 10 9.9 single 24 BCEs excretionm Ievel & duratlon, excretlon rOUte, etC, as
ok Reported S oral 10 9.9 single 24 h bile excretion)m ‘Highlight Treatment Group, feature in
5 oral 10 9.6 single 4dh urine excretion m. M et aPat h
\ﬂéndiﬂ l
=) Relati
oo 2 < Tres £ List &
}/‘ Chemical Marne: \ | SMILES | Parentis) | Expertise
4 phenol [$1{s) wnsns |
z heedroguinone [S1{s)/undie)/unl 1
k] catechal c1{Cc(Cheeeel 1
4 resorcinol C1{0oo(Ojcocl 1
5 phenyvlsulfate C1{05{=0)=0)0)cooccl 1
] phenyvlglucuranide C(=0NOC1C(ONT(OCi0IC(Oc2eceee,.,, 1 .
7 hydroguinone glucuronids C=0M0)C1 C{OIC(ONC(0IC{Oc2ecc(D, . 2 Ap pen dix Table 2:
& heedroguinone sulfate (O {OS] =0 =0000cc 1 2
a9 catechol glucuronide (O OC OO (OO C=0000,,, 3 .
10 catechol sufate £1{0)e(O5(=0)(=0)0)eccc 1 3 -Chemical structures of parents and
1,2,4-benzenetriol C1{0o(OcoiOiccl 2,34

metabolites entered as SMILES strings;

-Connectivity between parent and each
metabolite (i.e., the metabolism
pathway) is specified here
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Tables are built for

QG B+ o @ e

Tablega I

Table Title ITahIe v, Urinary metabolites (% of dose over 24 or 48 hrs) of Phenol-

Columns Title I% radioactivity

Enter a single numerical entry or “+"

Characterization

Pharmacokinetic
and Metabolite

data.

Pre-populated with row & column

0 mafka females

headers as defined in Appendices; this
info is used in MetaPath to associate
which metabolites were found under
which experimental conditions; e.g., if

a cell in this table reports a number for
a metabolite, then the metabolite will

be shown as detected in that treatment

(dose level; gender group) in MetaPath
if selected in “Highlight Treatment

Group”

n Lc: 1
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@‘ ] rat; in wivo; urine; oral; wistar
Coloring and specifics:
Developed by LMC Bourgas in collaboration with US EPA / ORD / NERL-NHEERL o (nde T e I

J [=] PSD_LIK site_maps_46_ver172.MTE |

j E ﬂ @ gj _fﬂ g‘]’ Q_)j Locked by: administrator x

| [3] Female
(5]

Chemical descriptars quick search

Desc: -
W alue: - Select

CAS

SMILES

| 131807-57-3;
- 13807-57-3; Famoxadone [DF K

. 0E3327-76-0; Buprofezin; tome A
| 101205-02-1; Cycloxpdim; sops
. 121552-61-2; Cyprodinil; Whe:

. 034205-21-5; Dimefuron; oilsee

. 000301-12-2; Oxydemeton-mel

. 139528-85-1; Metosulam; whe

. 0BE441-23-4; Fenoxaprop-ethy

. 077182-82-2; Glufosinate-amm

. 138261-41-3; Imidacloprid; soil

. O7A127-80-3; Fenoxycarb; soil

. 0E3327-76-0; Buprofezin; zoil

. 034123-53-6; [zoproturon; ol

. 101205-02-1; Cycloxpdim; soil

. 034205-21-5; Dimefuron; soil

. 143390-83-0; Kresosim-rsthyl;

. 143390-89-0; Kresosim-methyl;

. 143390-893-0; Kresoxim-methyl;

. 107534-96-3; tebuconazole; 1=

. 107534-96-3; tebuconazole; 1=

. 107534-96-3; Pesticide B chic

&;rat

amoxadone [DF

| 4

0o0108-35-2

cl[0)cooeed

D ouble-click. for display options

R[AE &

OH

[&] male
M [10] Female

Results, met.

Tree Results, PE
|@E +| = g ’E’EQ 5 [”elﬂ Cell Heigth [117 = Cellwidin [117 gﬂedraw| i ez |

CAS:000108-95-2; phenal
[rat [+11]]

Hide details

s

Collapse

Treatment group:
Rat, rnale, in vivo, uring, oral, wistar
||Reference:

+ Kaolanczyk, R.(2005). Phenal-ring-LUL-14C
Fat metabolism, Toxicokinetic behavior and
rmetabolizm in the rat. Acme Study Mo, b
00000, Acme Report Mo, MB-30000. Acme
Al Agrochemical Division, Crop Protection
Development, Institute for Metabolism
Research and Rezidue Analysiz, 51368 |
Leverkusen, FRG. December 21, 2005,
PRI 2345678

Subjects:
Spacies - Rat
Gardar - Male (5 subjects)
Weaighi - Between 200- 225 grams (male) |
Age - Between 7 -12 weeks old
Sirain - Wistar
Source - Harlan-Winkelmann GmbH, 33178
LAV o o o @_{ " P Borchen, FRG
i @ 1 an ‘-'—if:‘-' Howsing - During experimental period, rats
I @ ot @__“ q o @ 9 wiere maintained individually in metabolism
. o cages
- Dief - Altramin 1324 ar 9439 Long-Life Diet
M 8aiday ifasted for 16 hrs priorto dosing)
* Watar - Apwater ad libitum
Environment conditions:

*+ Tamperafure - Between 18-23°C

* Humidife - Between 25-70 %
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+ Adcclim. penod - 2 weeks

In vivo [ in vitro:

* |nvivo

Parent

)
'

P
g
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Q.

e |
-
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h
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L s |
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Developed by LMC Bourgas in collaboration with US EPA / ORD / NERL-NHI

1. General info ] 11 Materials and methods 111 Results ]IV. Discussion and conclusions I ¥, Appendix ]

A, Pharmacokinetic studies B, Metabolite characterization studies }

Table ¥x. Urinary metabolites {%o of dose over 24 or 48 hrs) of Phenol-ring-UL-14C following oral dosing to r
o, . 069327-76-0; Buprofezin; tome ~
Q& E g obes L 101205-02-1; Cycploxyd.m sape Compaund % radioactivity
TableBa l . 121852-61-2; Cypradinil; Whes 1 ma/ka 10 ma/kg
. 034205-21-5; Dimefuron; oilse: 1 3 g a 10
Table Title ‘Tab\e v, Urinary metabolites (% of dose over 24 or 48 hrs) of Phenol- - 000307-12-2; Ouydemeton-mel
— . ; - . 139528-85-1; Metosulam; whe =
columins Title ‘% radioactivity Enter a single numerical entry or "+  0B6441-23-4 Fenowaprap-sthy heydroquinone z 1 z 1 z
1 mgfkg males |1 mafkg Females |10 mafkg males | 10 mafkg males | 10 mgfkg Females . 077182-82-2; Glufosinate-amm catechal 3 3 3 3 3
. 138261-41-3; Imidacloprid; soil phenylsulf ate 4 4 4 4
= s e e | Srmesies | s :
. 2 . s . 069327-76-0; Buprofezin; SDI|. hydraguinone sdfate 2 2
. 034123-59-6; | soproturon; soil
3 3 3 3 . 101205-02-1; Cycloydim; soi catechol-Okste
. 034205-21-5; Dimefuron; soi 1,2, 4-benzenetriol () 3
4 * 4 4 . 143390-83-0; Kresoxim-methyl; TOTAL IDENTIFIED
5 . 143390-89-0; Kresosim-methyl; HPLZ CHARACTERIZED
, - 13?;33'32'25 f'ESURim'mTth}"i TOTAL IDENTIFIED/ACCOUNTED (b
X -56-3; tebuconazole; 12
. 107534-96-3; tebuconazole; re TOTAL LRINARY RECOVERY
107534-95-3; Pesticide B; chic oSO e SeONTEDI(:)
3 107534-96-3; Peaticide &; rat TOTAL {d)
. 131807-57-3; Famoxadone [DF

. 131807-57-3; Famoxadone [DF o
| 3

000108-35-2
SMILES cl[0jcccoc]

B cuble-click for display options
B AR ¢
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- Metabolic Pathways - Edit/view experimental details

Map I Paremt  Treatment/matris | B adiolabel parentl Results. met.l Fesults, F'KI

Treatment groups:

>

2] rat: male. in vivo, feces; oral; wistar Hew... | Edi... I

3] rat; female; in wivo; uine; oral; wistar
4] rat; female; in vivo; feces; oral; wistar Clone. .. | Delete |
] rat; in wiva; urine; oral; wistar

| €

1] rat: male; in vivo; urine; oral; wistar
Treatment group info |

2 Metabolic Pathways - Treatment group editor,

[+

Treatment group:

Rat, male, in vivo, urine, oral, wistar Custom name Irat, male, in wivo, urine, oral, wistar |:| Auto
Reference:
+ Kolancayk, R (2005). Phenol-ring-UL-14C Rat metabolism| MRID |123455?8 User's caption |1 pction
Development, Institute for Metabolism Research and Resid

Subjects:

In Yivodn Vitro | Sampling/Analytical I [oze Administration | Cther |

+ Species - Rat
*» Fandar - bale (b zubjects)
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+ dge - Between 7 -12 weeks old
o Girain - wistar o, Source  [HarlanAinkslmann GmiH, 33178 Borchen, FRG =] D
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+ Howsing - During experimental period, rats were maintain AGE MEx. |12 Iweeks j l:l
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Temperature |1 8 -|23 °C l:l [
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. . . . * FOlance
[OYONr:= é = s Ajr changes |1 0-15mr j |:| Fost Changes
I B eport
Analysis, Photoperiod  [12 hrs light!12 b dark =] |:| X Conce
Parent str Acelim, period |2 wwesks j I:l
FC code:
CasMo: 00
O H Chemical
Test comg
IUPAC narn
Batch/Lotd

Purity: 95.5 Additional or supplemental information:

Contaming |excretionimass balance; CO2, skin carcass, gastrointestinal tract;pooled samples over 48 hr time period
Descriptio

O Cancel |:|
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IV. APPENDIX:
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APPENDIX la: Experimental protocol for metabolism studies of phenol-ring-UL-14C inrat for MRID 12345678
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I General info 11 Materials and methods IIII. Resuits | Iv. Discussion and conclusions | v. Appendix
A, Materials B, Study design and methods*—

Tablela |Table1b |

| |
‘Materials and Methods’ tab
| Part B: Study Design and methods.

Treatment Group |Dose (nominal ‘Dose {measured) |Number |Se>< |Remarks FS
1 0.8 4 Male feces,uring; oral; single; 72

7 1 1.1 4 Male feces,urine; oral; single; 48 From Appendix 1- Auto-population of
1 1,08 4 Female  feces,uring; oral; single; 48 D — DER Table 1 Group Arrangements

4 100 49 4 Male feces,urine; oral; single; 48

11 100 99 4 Female  feces,urine; oral; single; 48

10 1 0,94 4 Male feces,urine; oral; multiple; 48

12 1 025 4 Female  feces,urine; oral; multiple; 48

2 1 0,54 & ale bile feces urine; oral; single; 24 i

2. Dosing and sample collection

narrative
Analytical
Tableza |T3b|ezb| method details
& can be

Text box for

1 captured as
Treatment Grolp |Matri>< |Sampl-|Major Methiod Conjugate Analysis ‘Analytical !|Ar‘|alytical Detect|Re text. or more
10a,11a,12a,1a,3a4a,6a,73,9a uine |48 hr none glucuronidase and sulfatase HFLC test 2 samples p systematical |y
10b,11b,12b,1b,3b 4b &b, 7b 9b feces 48 hr |ACHwater extracton HFLC MSMS pooled samples « in aTable
B, 3C bil= 24 hr lyophiizedfwater recon HFLZC MNMRA. and LCMMS
< >
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DATA EVALUATION RECORD

. General info | 11, Materials and methods | 111, Resuks ¥, Discussion and conclusions | v, appendix |
A, INVESTIGATORS" CONCLUSIONS: | i . i i
Experiments (MRID 999999999) were canducted to determine the metabolism and distribution of [methoxvimill 1 €XTE boxes are included for addition of ex P lanato ryl nformation as

100 mgfka) and multiple (1 mgfkgfday For 14 dawvs) oral doses. EBiliary excretion experiments were also condu . .
metabolite profiles were assessed for each treatment protocol, An autoradiography study (MRID 833333338 typ | Cal Iy fO un d n D ERS
following a single 3 mgfkg gavage dose, Recovery of administered radioactivity was 91,1-106.6%. The inves

air was inconsequential { 0,02%.) thereby affirming stability of the molecule, The major route of excretion wa o q q

fecal excretion representing 70.4-90, 1% of the single low dose, single high dose, and 14-day repeated low d A) f| | I ed n by I‘eg IStI’ant
Excretion was complete (99,3%) within 48 hours Following dosing, Tissuefbody burdens of radioactivity were
Resulks of the autoradiography experiments confirmed the rapid absorption and minimal tissue burdens, The 3

rmetabalites in tissue and argans. Slight variations in plasma radioactivity were considered indicative of limited B ) & C) . Fl I I Ed | n Iater by O PP to summar | e th ei I assessm ent

B. REVIEWER COMMENTS:
Mass balance For administered radioactivity in all experiments was excellent {91-10794), Based on excretion p

0.4-1.4 hrs for the low dose and 5.4-8.0 hrs for the high-dose groups) following single or multiple lov {1 mg/ Th IS 1 nfo rmation IS Captu red n DER (*d ocC fl I e) b ut not In Metapath
absarption was somewhat limited as shown by an AUC of 54,10 - 61,30 a/mL kr ws, 1,18 - 1,52 gfmL b For tHilseeesessesseessemmerspesene Y
low-dose groups. Plasma elimination was biphasic with an initial phase at 0.7-3.5 hrs for the single and multiple low dose groups and 2.3-4.1 hrs for the high-dose groups. A secondary phase occurred at 10
and 7 hours For the low- and high-dose groups, respectively. Urinary excretion was essentially complete (>=90%) at 24 hours postdose and the majority of Fecal excretion of radioactivity occurred within 24
hiours, Plasma concentration-time plots were suggestive of enterchepatic circulation but this was minimal and still llowed For relatively rapid and complete excretion of administered radioactivity, The major
route of excretion was via the bile and subsequently the feces, In rats without bile cannulas, Fecal excretion accounted For 70.4-84.7% of the administered low dose over 48 hours, In high-dose aroups, fecal
excretion was slightly higher (86.4-91.1%) with much of the Fecal radioactivity (43-54% of administered dase) attributed ko parent compound due bo saturated absorption. In rats with bile cannulae, biliary
excretion represented &7, 4% of the dose and Fecal excretion was correspondingly lower (10,6%), Urinary excretion accounted for 16,9-20,2% of the administered low dose and 11.0-14.9% of the high
dose, Repeated dosing did not affect excretion profiles and there was no biologically relevant gender-related variability . Elimination via expired air was inconsequential {0,.02%:), Tissueforganfcarcass burdens

C. STUDY DEFICIENCIES:

There appears ko be an inconsistency in the absarption £1)2 walues For Groups 3, 4, and 11 (Table & of this Date Evalustion Record) relative ko the plasma concentration-time data (Table 3 of this Data
Evaluation Record), Specifically, the plasma concentration-time data (Table 3) would appear ko suggest absorption half-times of approximately or greater than 0.1, 0.6 and 0.6 hrs Ffor Groups 3 (1 mgfkag), 4
(100 magfkg), and 11 (100 mg/kg), respectively, rather than the reported values of 0,01, 0,07 and 0.07 hrs, Although this discrepancy does not compromise the walidity of the studies, it is & curious anomaly
that may be a function of the software generated values For the kinetic parameters or simply a misplaced decimal point. The reviewsr would request clarification From the investigators/reqgistrant, There were
nio other apparent deficiencies in the design, conduct, or reparting of these studies,

e
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